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DETAILED ACTION 

Claims 10-15 and 60-66 are pending. 

Applicant's election without traverse of group I, claim 65, in the reply filed on 
5 10/14/2004 is acknowledged. 

Claim 66 is withdrawn from further consideration pursuant to 37 CFR 1.142(b) as 
being drawn to a nonelected invention, there being no allowable generic or linking claim. 
Election was made without traverse in the reply filed on 10/14/2004. 

10 

Applicant's election with traverse of the monoclonal antibody species and the 
alkaline phosphatase species in the reply filed on 10/14/2004 is acknowledged. The 
traversal is on the following ground(s): 

the five species of antibodies are sufficiently related such that a search of the term 
15 "antibody would be able to identify any of these five species; 

that the five species of antibodies are so few in number that searching all five 
would not impose an undue burden; 

that the species of detectable label are so few in number that searching all would 
not impose an undue burden; 
20 that the examiner has not provided reasons and/or examples to support 

conclusions with regard to the species election; 

that the examiner has not provided reasons why the five species of antibodies are 
structurally distinct and why such species are unrelated; and, 
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that the antibody species share a common utility and share a substantial structural 
feature that is associated to that utility. 

This is not found persuasive because: 

There is a lack of unity amongst the species, as evidenced by the prior art 
5 rejections in the present Office action. Furthermore, a polyclonal antibody, chimeric 
antibody, single chain antibody, or Fab fragment would not be rejected solely over a 
piece of prior art disclosing a monoclonal antibody. A chimeric antibody, single chain 
antibody, Fab fragment, or monoclonal antibody would not be rejected solely over a 
piece of prior art disclosing a polyclonal antibody. A single chain antibody. Fab 

10 fragment, monoclonal antibody, or a polyclonal antibody would not be rejected solely 
over a piece of prior art disclosing a chimeric antibody. A Fab fragment, monoclonal 
antibody, polyclonal antibody, or a chimeric antibody would not be rejected solely over a 
piece of prior art disclosing a single chain antibody. A monoclonal antibody, polyclonal 
antibody, a chimeric antibody, or a single chain antibody would not be rejected solely 

15 over a piece of prior ait disclosing a Fab fragment. Thus, the searches for each of these 
species are not co-extensive and each of the species requires a separate search. Similarly, 
an alkaline phosphatase or peroxidase detectable label would not be rejected solely over a 
piece of prior art disclosing a radioactive isotope label. A peroxidase or radioactive 
isotope detectable label would not be rejected solely over a piece of prior art disclosing 

20 an alkaline phosphatase label. A radioactive isotope or alkaline phosphatase detectable 
label would not be rejected solely over a piece of prior art disclosing a peroxidase label. 
Thus, the searches for each of these species are not co-extensive and each of the species 
requires a separate search. AppKcant has provided no evidence that the species of 
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detectable label share a substantial structural feature disclosed as being essential to their 
utility. In addition, for each of the five species of antibody there are potentially three 
species of detectable label, which makes a potential of fifteen separate species. Fifteen 
species is not sufficiently few in number. 
5 The requirement is still deemed proper and is therefore made FINAL. 

Claims 12, 13 are withdrawn from fiirther consideration pursuant to 37 CFR 
1 , 142(b), as being drawn to a nonelected species, there being no allowable generic or 
linking claim. Applicant timely traversed the restriction (election) requirement in the 
10 reply filed on 10/14/2004. 

How the examiner construes the claims: 

The limitation "having as an immunogen ..." is construed as a process hmitation. 
The recitation of a process limitation in the claims is not viewed as positively limiting the 

1 5 claimed antibody absent a showing that the process imparts a novel or unexpected 

property to the claimed antibody, as it is assumed that equivalent products are obtainable 
by multiple routes. Furthermore, the claimed antibodies, other than the ones claimed in 
claims 65 and 66, encompass any and/or all antibodies obtained after an immunization 
procedure with the recited polypeptides, whether or not the claimed antibodies bind the 

20 immunogen. The burden is upon the applicants to establish a patentable distinction 
between the claimed antibody and any referenced prior art antibody. 
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Claim Rejections - 35 USC§ 101 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of 
matter, or any new and useful improvement thereof, may obtain a patent therefor, subject to the 
5 conditions and requirements of this title. 

Claims 10, 1 1, 14, 15, 60-65 are rejected under 35 U.S.C. 101 because the 

claimed invention is directed to non-statutory subject matter. Circulating anti-cytokine 

natural Abs are generally present in the sera of healthy individuals, although at low 

10 levels. See Zagury (U), page 8025, right column, full paragraph 2. Radioisotopes, 
generally, and ^"^C, particularly, are labehng compounds, occur in nature, and are 
incorporated into proteins. See Ferry (A, U. S. Patent No. 5,534,699), column 1, foil 
paragraph 2. Therefore, claims 10, 11, 14, 15, 60-65, as written, do not sufficiently 
distinguish over antibodies as they exist naturally because the claims do not particularly 

1 5 point out any non-naturally occurring differences between the claimed products and the 
naturally occurring products. In the absence of the hand of man, the naturally occurring 
products are considered non-statutory subject matter. See Diamond v. Chakrabarty, 447 
U.S. 303, 206 USPQ 193 (1980). The claims should be amended to indicate the hand of 
the inventor, e.g., by insertion of "Isolated" or "Purified." See MPEP 2105. 

20 

Claim Rejections - 35 USC§112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such Ml, clear, concise, and exact terms as to enable any person skilled in the 
25 art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 

set forth the best mode-contemplated by the inventor of carrying out his invention. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 
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The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 10, 1 1, 14, 15, 60-62 are rejected under 35 U.S.C. 1 12, second paragraph, 

5 as being indefinite for failing to particularly point out and distinctly claim the subject 

matter which applicant regards as the invention. 

Claims 10, 1 1, 14, 15, 60-62 are indefinite over the recitation of "immunogen a 

polypeptide comprising an amino acid sequence . . . the amino acid sequence set forth in 

SEQ ID NO: 4" because it is unclear how to construe the immunogen. For example, it is 

10 unclear if the immunogen is a polypeptide comprising a fragment of an amino acid 

sequence selected from the group consisting of SEQ ID NO: 2 and SEQ ID NO: 4, or if 
the immunogen is a fragment of an amino acid sequence selected from the group 
consisting of SEQ ID NO: 2 and SEQ ID NO: 4. This is not meant to be an exhaustive 
list of all the ambiguities conveyed by the claim language and all the embodiments 

15 ("polypeptide comprising an amino acid sequence," a conserved variant," "a fragment," 
"an analog," and "a derivative thereof) of the immunogen. A response by applicant that 
only addresses the ambiguities conveyed by the claim language directed to a "fragment," 
as discussed above, and that does not address any of the ambiguities conveyed by the 
claim language and any of the other embodiments will not overcome the rejection. These 

20 same grounds of rejection are applied to the recitation of "polypeptide comprising an 
amino acid sequence set forth in SEQ ID NO: 2, . . . , or a derivative thereof (claims 60, 
61) for the same reasons. The metes and bounds are not clearly set forth. Solely with 
respect to the issues raised in this rejection and solely for the sake of illustration, the 
metes and bounds of the following would be clear: said immunogen is a polypeptide 

25 selected from the group consisting of a polypeptide con5)rising the amino acid sequence 
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of SEQ ID NO: 2, a polypeptide comprising the amino acid siequence of a conserved 
variant of SEQ ID NO: 2, a polypeptide comprising the amino acid sequence of a 
fragment of SEQ ID NO: 2, a polypeptide comprising the amino acid sequence of an 
analog of SEQ ID NO: 2, and a polypeptide comprising the amino acid sequence of a 
5 derivative of SEQ ID NO: 2. 

Claims 10, 11, 14, 15, 60-62 are rejected under 35 U.S.C. 1 12, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

Claims 10, 11, 14, 15, 60-62 are indefinite because they recite the tenns 
"conserved variant," "analog," and "derivative." Because the instant specification does 
not identify that material elenient or combination of elements which is unique to, and, 
therefore, definitive of "conserved variant," "analog," and "derivative" an artisan cannot 
determine what additional or material Hmitations are placed upon a claim by the presence 
of these elements. The metes and bounds are not clearly set forth. 

Claims 10, 11, 14, 15, 60-62 are rejected under 35 U.S.C. 112, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 
20 The claims are directed to an antibody produced by a process, as discussed above. 

The claims do not require that the antibody have any particular binding specificity or 
capacity. In an immunization process it is reasonable to expect to obtain both antibodies 



10 



15 
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that bind the immunogen and antibodies that do not bind the immunogen. See Yokoyama 
(Y), page 2.5.8, "The vast majority of the wells will not contain the desired antibody". 
It is unclear if the claimed antibodies bind the immunogen. The metes and bounds are 
not clearly set forth. 



Claim 65 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

The phrase "wherein said antibody is specific for a single form of TRANCE, 
10 wherein said TRANCE is human TRANCE having the amino acid sequence as set forth 
in SEQ ID NO: 2" (claim 65) can be rewritten as "wherein said antibody is specific for a 
single form of human TRANCE having the amino acid sequence as set forth in SEQ ID 
NO: 2." The specification originally disclosed: 



5 



15 



The antibodies of the invention may be cross reactive, e.g., they may 
recognize TRANCE from different species. . . . Alternatively, an antibody 
of the invention may be specific for a single form of TRANCE, such as 
human TRANCE having an amino acid sequence as set forth in FIG. 2 
(SEQ ID N0:2), or murine TRANCE, having an amino acid sequence as 
set forth in FIG. 4 (SEQ ID N0:4). Paragraph bridging pages 45-46. 



20 



25 



For selection of an antibody specific to a TRANCE polypeptide from a 
particular species of animal, one can select on the basis of positive binding 
with TRANCE polypeptide expressed by or isolated from T cells of that 
species of animal, and negative binding with TRANCE from other species. 
Page 48, first paragraph. 



The embodiments originally disclosed in the specification do not correspond in 
scope to the apparent scope of newly added claim 65. On one hand, the specification 
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describes antibodies that bind to TRANCE from one organism but do not bind to 
TRANCE from any other organism. On the other hand, claim 65 would appear to 
encompass only antibodies that bind to only one form of human TRANCE (SEQ ID NO: 
2) but not to any other form of human TRANCE. However, the claimed antibodies do 
5 not exclude binding to other forms of TRANCE from other organisms as long as they 
bind to human TRANCE (SEQ ID NO: 2) but not to any other form of human TRANCE. 
When read in light of the specification, it is unclear if the claimed antibodies only bind to 
human TRANCE (SEQ ID NO: 2) but not to any other form of TRANCE from any 
organism or if the claimed antibodies only bind to human TRANCE (SEQ ID NO: 2) but 
1 0 not to any other form of human TRANCE and the antibodies may bind to other forms of 
TRANCE from other organisms as long as they only bind to human TRANCE (SEQ ID 
NO: 2) but not to any other form of human TRANCE. The metes and bounds are not 
clearly set forth. 

15 Claims 10, 11, 14, 15, 60-62 are rejected under 35 U.S.C. 1 12, first paragraph, as 

failing to comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. 

20 The claims are directed to or encompass a genus of antibodies that bind a genus of 

immunogens comprising an analog, derivative, conserved variant, or fragment of SEQ ID 
NO: 2 or SEQ ID NO: 4. There are no structural or fiinctional limitations to the analogs, 
derivatives, or conserved variants. A single amino acid is a "fragment" of SEQ ID NO: 2 
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or SEQ ID NO: 4. Hence, the claims also encompass a genus of antibodies that bind to a 
genus of immunogens comprising but a single amino acid of SEQ ID NO: 2 or SEQ ID 
NO: 4. To determine whether there is correspondence between the generic invention of 
the claims and the written description, it is necessary to determine whether the 
5 description conveys to one skilled in the relevant art that applicant was in possession of 
the claimed genus at the time the appUcation was filed. To this end, it is appropriate to 
inquire whether a number of species representative of the genus are described in 
conplete structural terms or, alternatively, with reference to other identifying 
characteristics, e.g., partial structure, chemical properties, functional properties, etc. 
10 What constitutes a "representative number" of species for any given genus depends in 
part on whether the level of skill in the art, the teachings in the disclosure, or teachings in 
the prior art establish predictability as to the structural properties characteristic of the 
genus. 

The claims embrace a genus of antibodies that bind immunogens having little or 
15 no structural similarity to the exemplified polypeptides SEQ ID NO: 2 and SEQ ID NO: 
4 because there are no structural or functional limitations to the analog, derivative, 
fragment, conserved variant. The specification and claim do not indicate what 
distinguishing attributes are shared by the genus of variant immunogens. The 
specification and claim do not place any limit on the number of amino acid substitutions, 
20 deletions, insertions and/or additions that may be made to SEQ ID NO: 2 or SEQ ID NO: 
4. Thus, the scope of the claims includes numerous antibodies that bind numerous 
variant immunogens, and the claimed genus of antibodies is highly variant because a 
significant number of structural differences between the immunogens is permitted. The 
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specification and claim do not provide any guidance as to what changes should be made 
to the immunogen. Structural features that could distinguish immunogens in the genus 
from others in the protein class are missing from the disclosure. No common structural 
attributes identify the members of the genus of variant immunogens. The general 
5 knowledge and level of skill in the art do not supplement the omitted description because 
specific, not general, guidance is what is needed. Since the disclosure fails to describe 
the common attributes or characteristics that identify members of the genus of variant 
immunogens, and because the genus is highly variant, antibodies that bind SEQ ID NO: 2 
or SEQ ID NO: 4 are insufficient to describe the genus. One of skill in the art would 
10 reasonably conclude that the disclosure fails to provide a representative number of 
species to describe the genus. Thus, applicant was not in possession of the claimed 
genus. 

Claim 65 is rejected under 35 U.S.G. 1 12, first paragraph, as failing to comply 
1 5 with the written description requirement. The claim(s) contains subject matter which was 
not described in the specification in such a way as to reasonably convey to one skilled in 
the relevant art that the inventor(s), at the time the application was filed, had possession 
of the claimed invention. 

The claim is directed to or encompasses "human TRANCE having the amino acid 
20 sequence as set forth in SEQ ID NO: 2." SEQ ID NO: 2 is a partial sequence of a full- 
length polypeptide. The term "human TRANCE" encompasses the full-length 
polypeptide. However, the present specification does not describe the full-length human 
TRANCE. The disclosure of SEQ ID NO: 2 cannot be said to fairly describe a fiill- 
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length polypeptide. At best it might be obvious to the skilled artisan that it would be 
desirable to employ such a the presently disclosed materials in attempt to obtain a full- 
length human TRANCE. However, the written description does not extend to subject 
matter which is not disclosed, but would be obvious over what is expressly disclosed. It 
5 extends only to that which is disclosed. One shows that one is in possession of the 
invention by describing the invention, with all its claimed limitations, not that which 
makes it obvious. The present specification does not provide a written description of the 
corresponding full length polynucleotides and polypeptides. The present specification 
conveys no distinguishing information conceming the missing sequence that constitutes 

10 the full length conqDounds. Describing a method of isolating or preparing the full length 
compounds does not describe the full length molecules. While it may be obvious to 
obtain the full length molecules, a description which renders the full length molecules 
obvious is not sufficient to satisfy the written description requirement. The skilled artisan 
cannot envision the detailed chemical structure of the encompassed full length 

15 compounds and therefore conception is not achieved until reduction to practice has 

occurred, regardless of the complexity or simplicity of the method of isolation. Adequate 
written description requires more than a mere statement that it is part of the invention and 
reference to a potential method for isolating it. One cannot describe what one has not 
conceived. Therefore, only antibodies that bind a polypeptide consisting of the amino 

20 acid sequence of SEQ ID NO: 2, but not the full breadth of the claim, meets the written 
description provision of 35 U.S.C. 1 12, first paragraph. 
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Claim Rejections - 35 USC§ 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

5 (e) the invention was described in (1) an application for patent, published under section 122(b), by 

another filed in the United States before the invention by the applicant for patent or (2) a patent granted 
on an application for patent by another filed in the United States before the invention by the applicant 
for patent, except that an international application filed under the treaty defined in section 35 1(a) shall 
have the effects for purposes of this subsection of an application filed in the United States only if the 
1 0 international application designated the United States and was published under Article 2 1 (2) of such 

treaty in the Enghsh language. 

Claims 10, 1 1, 60-64 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Anderson (A) (U. S. Patent No. 6,017,729). This rejection is based upon a priority date 

15 of 10/14/1997 for Anderson obtained via provisional application no. 60/064,671 or a 
priority date of 03/07/1997 obtained via provisional appHcation no. 60/077,181. 

Anderson discloses (Example 8) human Receptor activator of nuclear factor 
kappa B ligand (RANKL) {also know as human tumor necrosis factor ligand superfamily 
member 11, TNFSFl 1, TNF-related activation-induced cytokine, TRANCE, 

20 Osteoprotegrin ligand, OPGL, and Osteoclast differentiation factor, ODF), which is 

99.5% identical to the present apphcation's SEQ ID NO: 2, as indicated below (Qy = the 
present application's SEQ ID NO: 2) (Db = human RANKL): 

; INFORMATION FOR SEQ ID NO: 13: 
/ SEQUENCE CHARACTERISTICS: 

25 ; LENGTH: 317 aiciino acids 

; TYPE: amino acid 

TOPOLOGY : linear 
MOLECULE TYPE: protein 
US-08-996-139-13 

30 

Query Match 99.5%; Score 12 93; DB 3; Length 317; 

Best Local Siiailarity 99.6%; Fred. No. 1.3e-137; 

Matches 244; Conservative 0; Mismatches 1; Indels 0; Gaps 0; 
35 Qy 1 QMDPNRISEDGTHCIYRILRLHENADFQDTTLESQDTKLIPDSCRRIKQAFQGAVQKELQ 6 0 

IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIMIIIIIIIIIIIIIIIIIIIIIIII 

Db 73 QMDPNRISEDGTHCIYRILRLHENADFQDTTLESQDTKLIPDSCRRIKQAFQGAVQKELQ 132 

Qy 61 HIVGSQHIRAEKAMVDGSWLDLAKRSKLEAQPFAHLTINATDIPSGSHKVSLSSWYHDRG 12 0 

40 iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiriiiiiiiiiiiiiii 
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10 



20 



25 



30 



45 



Db 


133 


Qy 


121 


Db 


193 


Qy 


181 


Db 


253 


Qy 


241 


Db 


313 



133 HIVGSQHIRAEKAMVDGSWLDLABCRSKLEAQPFAHLTINATDIPSGSHKVSLSSWYHDRG 192 

JKISNMTFSNGKLIVNQDGFYYLYANICFRHHETSGDLATEYLQLMVYVTKTSIKIPSS 180 

llllllllllllllllllllllllllllllllllllllllllllllllllllllllll 
IKISNMTFSNGKLIVNQDGFYYLYANICFRHHETSGDLATEYLQLMVYVTKTSIKIPSS 2 52 

riiMKGGSTKYWSGNSEFHFYSINVGGFFKLRSGEEISIEVSNPSLLDPDQDATYFGAFK 240 
lllllllllllllllllllllllllllllllllllllllllllllllllllllllllll 



241 VRDID 245 
Mill 

VRDID 317 



15 Anderson also discloses (Example 7) mouse RANKL, which is 92.8% identical to 

the present appUcation's SEQ ID NO: 4, as indicated below (Qy = the present 
application's SEQ ID NO: 4) (Db = mouse RANKL): 



INFORMATION FOR SEQ ID NO : 11: 
SEQUENCE CHARACTERISTICS: 
LENGTH: 2 94 amino acids 
TYPE: amino acid 
TOPOLOGY: linear 
MOLECULE TYPE: protein 
US-08-996-139-11 

Query Match 92.8%; Score 1554; DB 3; Length 294; 

Best Local Similarity 99.7%; Pred. No. 7.7e-14 5; 

Matches 2 93; Conservative 0; Mismatches 1; Indels 0; Gaps C 

GVPHEGPLHPAPSAPAPAPPPAASRSMFLALLGLGLGQWCSIALFLYFRAQMDPNRISE 82 

llllllllllllllllllllllllllllllllllllllllllllllllllllllllllll 
GVPHEGPLHPAPSAPAPAPPPAASRSMFLALLGLGLGQWCSIALFLYFRAQMDPNRISE 6 0 



Qy 


23 


Db 


1 


Qy 


83 


Db 


61 


Qy 


143 


Db 


121 


Qy 


203 


Db 


181 


Qy 


263 


Db 


241 



DSTHCFYRILRLHENAGLQDSTLESEDTLPDSCRRMKQAFQGAVQKELQHIVGPQRFSGA 142 

35 ^ 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 I M 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 

DSTHCFYRILRLHENADLQDSTLESEDTLPDSCRRMKQAFQGAVQKELQHIVGPQRFSGA 12 0 
PAMMEGSWLDVAQRGKPEAQPFAHLTINAASIPSGSHKVTLSSWYHDRGWAKISNMTLSN 2 02 

llllllllllllllllllllllllllllllllllllllllllllllllllllllllllll 

40 Db 121 PAMMEGSWLDVAQRGKPEAQPFAHLTINAASIPSGSHKVTLSSWYHDRGWAKISNMTLSN 18 0 

GKLRVNQDGFYYLYANICFRHHETSGSVPTDYLQLMVYWKTSIKIPSSHNLMKGGSTKN 2 62 

IIIIIIIIIIIIIIIIMIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIMIII 

GKLRVNQDGFYYLYANI CFRHHETSGSVPTDYLQLMVYWKTS IKIPSSHNLMKGGSTKN 2 40 



IIIIIIIIIIIIMIIMIIIIIIIIIIIIIIIIIIIIIIIIIIIIMIIIIII 



50 Human RANK ligand shares 83% nucleotide and 84% amino acid identity with 



murine RANK ligand (column 22, full paragraph 1). 
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Human or murine RANKL is a polypeptide con5)rising an analog, derivative, 
conserved variant, or fragment of SEQ ID NO: 2 or SEQ ID NO: 4 in the absence of 
evidence to the contrary. 

Anderson also discloses monoclonal antibodies against RANKL and their use in 
5 an ELISA (Example 1 0). 

The present claims are directed to an antibody produced by a process. The burden 
is upon the applicants to establish a patentable distinction between the claimed antibody 
and Anderson's monoclonal antibodies against RANKL. 

10 Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
1 5 the prior art are such that the subject matter as a whole would have been obvious at the time the 

invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 10, 14, 15 are rejected under 35 U.S.C. 103(a) as being unpatentable over 

20 Anderson (A) as appUed to claim 10 above and further in view of Kimball (X). 

Anderson teaches monoclonal antibodies that bind mouse and human RANKL 

and their use in an ELISA, as discussed above. Anderson does not teach such antibodies 

labeled with alkaline phosphatase. 

Kimball teaches that alkaline phosphatase is frequently used for couphng to 

25 highly specific antibodies for use in an ELISA (Section 5.9, page 101-102, and Figure 

5.20). Kimball does not teach monoclonal antibodies that bind mouse and human 

RANKL and their use in an ELISA. 
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However, it would have been obvious to one of ordinary skill in the art at the time 
of Applicants* invention to make monoclonal antibodies that bind mouse and human 
RANKL and use them in an ELISA, as taught by Anderson, and to modify that teaching 
by coupling the antibodies to alkaline phosphatase, as taught by Kimball, with a 
reasonable expectation of success. One of ordinary skill in the art would be motivated to 
make this modification because alkaline phosphatase is frequently used for coupling to 
highly specific antibodies for use in an ELISA. The invention is prima facie obvious 
over the prior art. 



No claims are allowable. 



Any inquiry concerning this communication or earlier communications from the examiner should be 

DIRECTED TO DAVID S. ROMEO WHOSE TELEPHONE NUMBER IS (571) 272-0890. THE EXAMINER CAN NORMALLY BE REACHED ON 

Monday through Friday from 7:30 a.m. to 4:00 p.m. If attempts to reach the examiner by telephone are 

UNSUCCESSFUL, THE EXAMINER'S SUPERVISOR, BRENDA BRUMBACK, CAN BE REACHED ON (571)272-0961. 

IF submitting official correspondence by fax, Applicants are encouraged to submit official 

CORRESPONDENCE TO THE FOLLOWING TC 1600 BEFORE AND AFTER FINAL RIGHTFAX NUMBERS: 

Before Final (703) 872-9306 
After Final (703) 872-9307 

Customers are also advised to use Certificate of Facsimile procedures when submitting a reply to a 
non-final or final Office action by facsimile (see 37 CFR 1 .6 and 1 .8), 

Faxed draft or informal communications should be directed to the examiner at (571 ) 273-0890. 

Any inquiry of a general nature or relating to the status of this application or proceeding should be 
directed to the Group receptionist whose telephone number is (703) 308-0196. 



Conclusion 




David Romeo 
Primary Examiner 
Art Unit 1647 . 
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